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the invention), the subject-matter of claims 1-3 would be identical to the subject- 
matter of claim 4 and hence be novel and inventive for the same reasons as those 
given below in section V-3. 

3. The subject-matter of claim 4 and claims 5-16, if dependent on claim 4, can be 
considered as being novel (Article 33(2) PCT). None of the prior art documents 
discloses a method in which the binding of the target sequence to a target binding 
species (TBS) increases the surface enhancement of the SER(R)S active species 
(SAS) which is associated to a metal surface. In D1 (see example 1 , page 57) the 
target sequence hybridised to the SAS-labelled TBS is separated from the 
remaining SAS-labelled TBS and then added to silver colloid particles. The 
aggregation of the silver particles is provoked and stabilised by the presence of 
spermine therefore the surface enhancement is not influenced by the binding of 
the TBS to the target sequence. The method of D2 (page 13, lines 50-54 and 
figure 6) detects a difference in SERS signals is caused by the hybridisation of the 
target to the SERS gene probe. D3 (page 1001) discloses that surface 
enhancement increases with the aggregation of silver colloids induced in by 
poly(L-lysine) without giving any indication that the colloid particles could also be 
aggregated by nucleic acid hybridisation. It is therefore not obvious to exploit the 
phenomenon of increasing the surface enhancement of Raman Spectroscopy by 
aggregation of the colloid particles to design a true "one pot method" for detecting 
a target nucleic acid sequence in a sample. Therefore the subject-matter of claim 
4 and claims 5-16, if dependent on claim 4, involves an inventive step (Article 
33(3) PCT). 
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4. For the assessment of the present claim 18 on the question whether it is 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims relating to a method of diagnosis which is to be carried out on the human 
body. In view of the statement in the description (page 27, line 16) that the 
method of diagnosis can also be carried out in vivo it appears that the method 
could be carried out on the human body. The methods of claims 17 and 18 should 
be considered are uses (see item VIII-6) of the novel and inventive method of 
claims 1-16 and therefore claim 17 and 18 are also new (Article 33(2) PCT) and 
involve an inventive step (Article 33(3) PCT). 

5. The detection agents of claims 21 , 22 and the process for producing them (claim 
20) and the composition of claim 23 comprising two or more agents are novel 
(Article 33(2) PCT) because the prior art discloses detection agents always in 
presence of polyamines (spermine) which causes the metal particles to 
aggregate. The subject-matter of said claims involves an inventive step (Article 
33(3) PCT) because it allows to carry out the inventive method of claims 4-16, 

6. The system and apparatus of claims 24 and 25 comprising the novel and inventive 
agent are also novel (Article 33(2) PCT) and inventive (Article 33(3) PCT). The 
use of said apparatus to carry out the novel and inventive method of claims 4-16 
is also new and involves an inventive step. 

7. Assuming that the word "comprising" is superfluous (see VII I-9), the use of the 
novel and inventive method in claim 26 is also novel (Article 33(2) PCT) and 
involves an inventive step (Article 33(3) PCT). 

8. The kit of claim 27 is new (Article 33(2) PCT). The kit of D1 (claims 26-30 and 
page 57 and 58) does not comprise unaggregated metal particles. The kit of the 
present application involves an inventive (Article 33(3) PCT) step because the 
presence of the unaggregated particles is essential to carry out the inventive 
method of claim 4. 
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Re Item VIII 

Certain observations on the international application 

1. The term Target Binding Species is too vague and unclear (Article 6 PCT) and 
should have been defined more precisely in the claims. 

2. It is clear from the description on page 15 (lines 26-31), pages 11,12 (bridging 
paragraph) and page 37, line 31- page 38, line 2 that: a) the presence of 2 
different TBS* on colloid particles or the presence of repetitive target sequences 
are required to b) aggregate the particles and to increase the surface 
enhancement. Since independent claim 1 and dependent claims 2 and 3 do not 
contain these essential features they do not meet the requirement following from 
Article 6 PCT taken in combination with Rule 6.3(b) PCT that any independent 
claim must contain all the technical features essential to the definition of the inven- 
tion. 

3. The expression SER(R)S active species (claims 1, 4, 8, 10, 14, 20, 21, 23) is too 
vague and not clear (Article 6 PCT) because it appears that even the presence or 
absence of hybridised nucleic acids on the metal surface gives a different signal 
(D2, page 13, lines 48-53) and therefore even oligonucleotides have an SER(R)S 
activity. 

4. To clarify the meaning of the claims (Article 6 PCT) the full meaning of the 
abbreviations used in the independent claims (claims 1, 20, 21) should have been 
indicated (see also Guidelines III-4.2). 

5. Claims 1 8 and 1 9 are not clear (Article 6 PCT) because they are formulated to be 
depending on all preceding claims and claim 17 is directed to a method which 
allows to phylogenetically classify an organism. Dependant claims 18 and 19 do 
not include all the features of claim 17 and therefore the dependency of claims 18 
and 19 should have been rectified. 

6. Claims 17-18 are not clear (Article 6 PCT) because they are formulated as 
method claims but do not disclose features of a method but the use of a method. 
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7. Claim 24 is not clear (Article 6 PCT) because the nucleic acid sample is not a 
feature of an apparatus. 

8. Claim 25 is not clear (Article 6 PCT) because agents, compositions are not 
characterizing features of an apparatus. 

9. Claim 26 is not clear (Article 6 PCT) because the word "comprising" appears to be 
superfluous. 

10. Claim 27 is not clear (Article 6 PCT) because the formulation "one additional 
material 11 is too vague and is therefore not considered as a limiting feature. 
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